Neurological complications in thalassaemia are rare. Extramedullary haematopoiesis is well recognised in thalassaemia at sites such as the liver and the spleen. Rarely such haematopoietic tissue may be found within the spinal canal, extradurally, causing compression of the spinal cord.1-3 Infrequently, infiltration of the middle ear by haematopoietic tissue may lead to hearing loss. 4 These complications are more common on a low transfusion regime because it leads to bone marrow hyperplasia with widening of bones and extramedullary haematopoiesis. 3 This patient was on a low transfusion regime due to poor compliance and had radiological evidence of widening of bones.
The commonest cause of an isolated unilateral lower motor neurone facial nerve palsy at this age is Bell's palsy; however, in about 85% of cases, resolution occurs with time. Absence of evidence of middle ear infection, or a vesicular eruption around the external auditory meatus at the time of the facial palsy, excludes otitis media and herpes zoster as likely causes. Poliomyelitis or another enteroviral infection as a potential cause is unlikely in this patient as she had received appropriate doses of oral polio vaccine in the past and also because the two nerve lesions were spaced out in time. Therefore, the probable cause for the facial nerve palsy is pinching of the nerve at one of the narrow points along its course, such as within the facial canal, due to widening of diploeic bone. The radiological evidence of widening of skull diploe supports this hypothesis, although an unresolved Bell's palsy cannot be conclusively ruled oift.
The reason for the phrenic nerve palsy is more difficult to explain. It may have been due to pressure from a small paravertebral mass of haematopoietic tissue. Although irradiation has been used successfully to treat paravertebral masses,2 it could not be used in this patient because exact localisation was not possible. Treatment with pyridoxine (100-150 mg/day), hydroxocobalamin (1 mg/day), and folic acid (30-60 mg/day) was started. There wvas no response to the treatment, her clinical condition deteriorated rapidly, and respiratory failure necessitated assisted ventilation on the 21st day after admission. The electroencephalogram was then abnormal showing abundant spike and wave potentials. After three days of artificial ventilation betaine (3 g/day) and methionine (0.5 g/day) were given orally. After two days of treatment the muscular tone improved, and after two weeks there was no further need for assisted ventilation. The homocystine concentrations in urine and plasma decreased below the detection limit and a normal plasma methionine concentration was obtained without methionine supplementation (table) . The electroencephalogram returned to normal, and she caught up in growth and psychomotor development.
MTHFR deficiency was established by measurements in cultured skin fibroblasts as described by Mudd et al. 4 The activity found was 0-34 nmoll (hourxmg protein). The mean activity in five controls was 15-5 nmol/(hourxmg protein) (range 9.0-32).
Total plasma homocysteine concentration-that is, the combined free and protein bound fractions, was 78 tmol/l (reference interval in adults 4-2-17-8 ,umol/l) at the age of 9 months, when she was taking 3 g betaine daily. The daily intake of betaine was then increased to 6 g daily. The effect on total homocysteine concentration was limited; after two months total homocysteine concentration had only decreased to 70 ismol/l, but the plasma methionine concentration though still within the normal range, had increased. Mainly because of persisting feeding difficulties the child was kept in hospital until the age of 5 mpnths. When last seen at the age of 12 months the increments of length, weight, and head circumference were normal, following the 50th, 25th, and 10th percentiles, respectively. Her psychosocial behaviour was normal but her motor development was retarded by two to three months.
Discussion
Methylenetetrahydrofolate reduction is the first step in the biosynthesis of methyl groups, whichthrough homocysteine methylation and S-adenosylmethionine formation-participate in phospholipid biosynthesis and RNA and DNA modification, among other things.
As shown by the return to normal of plasma and urinary methionine and homocysteine concentrations in our 
